Occasionally, Hodgkin's disease gives rise to the cyclical fever described by Pel and Ebstein. An accompanying cyclical pancytopenia has only once been reported.
CASE HISTORY
A previously well man aged 40 years was referred for investigation of a¯uctuating pyrexial illness. For six weeks he had had cyclical arthralgia, myalgia, headaches, pyrexia and night sweats; the symptoms lasted about a week, then entirely resolved and returned every two weeks. There was no history of foreign travel. On examination when symptomatic he was pyrexial, pale and clammy. There was initially no palpable lymphadenopathy or jaundice. Examination was otherwise unremarkable. Investigation revealed pancytopenia (haemoglobin 10.7 g/dL, white cells 1.9610 9 /L, neutrophils 1.1610 9 /L, platelets 82610 9 / L) and abnormal liver function tests (alanine aminotransferase 107 iu/L, gamma-glutamyltransferase 88 iu/L, alkaline phosphatase 245 iu/L, bilirubin 30 mmol/L); C-reactive protein was raised at 193 mg/L and the erythrocyte sedimentation rate was 96 mm/h. Renal function, blood glucose and coagulation screen were normal. Direct antiglobulin test was negative and haptoglobin levels were normal. Three sets of blood cultures and a urine culture were negative (including cultures for mycobacterium). Hepatitis serology and viral serology were also negative. Chest X-ray and transthoracic cardiac echocardiogram were normal. Abdominal ultrasound revealed only a moderately enlarged spleen. Bone marrow aspiration and trephine biopsy demonstrated a hypercellular marrow with marked dyserythropoiesis and increased number of atypical megakaryocytes, suggesting a possible diagnosis of myelodysplastic syndrome (refractory anaemia type). He was discharged when his symptoms suddenly subsided and his blood count became normal. When reviewed in clinic three weeks later, he was unwell with similar symptoms. Physical ®ndings were unaltered. He again had pancytopenia with raised in¯ammatory markers. Computed tomographic scanning of the abdomen showed retroperitoneal lymphadenopathy with persisting splenomegaly. On re-examination, a 1 cm rubbery non-tender lymph node was palpable below the angle of his jaw and this was biopsied. Histology was of mixed cellularity Hodgkin's disease. He was started on combination chemotherapy with prompt relief of symptoms. Retrospective plotting of the blood count and in¯ammatory markers ( Figure 1 ) revealed a cyclical pancytopenia exactly coinciding with his intermittent systemic upset and acute-phase response.
COMMENT
Periodic fever and systemic upset in Hodgkin's disease, a phenomenon described by Pel and Ebstein and bearing their name, is actually quite rare. The blood count and ®lm at diagnosis is often abnormal but cyclical changes in the blood have seldom been reported. Cyclical haemolysis coinciding with Pel±Ebstein fever has been documented 1,2 . Cyclical pancytopenia coinciding with systemic symptoms has been reported on one occasion 3 .
A key feature of Hodgkin's disease is deregulation of cytokine production. Reed±Sternberg cells, originating from germinal centre B-lymphocytes, secrete pro-in¯ammatory cytokines which mediate the systemic symptoms of the disease 4 . Pancytopenia in Hodgkin's disease has been attributed to several mechanisms. Bone marrow in®ltration by tumour cells is rare but the uninvolved marrow is frequently abnormal. Reactive or dysplastic changes may accompany pancytopenia 5 . In this patient, cyclical episodes of pancytopenia coincided precisely with systemic symptoms and raised in¯ammatory markers. This strongly suggests that the haematological abnormalities were cytokine-induced. Why these cytokine-associated changes sometimes occur in a cyclical manner in Hodgkin's disease is unclear. Since this is the second reported case of cyclical pancytopenia associated with systemic upset in Hodgkin's disease it probably represents a real entity. Infection of striated muscle is apt to be misdiagnosed as septic arthritis.
CASE HISTORY
A seven-year-old girl was seen in the accident and emergency department with a two-day history of pain in the left hip. There was no history of trauma but she had been febrile with temperatures up to 38 8C. Walking was uncomfortable but there was no obvious limp. Total white cell count was 16.7610 9 /L with a neutrophilia. C-reactive protein was 57 mg/L. Ultrasound and X-rays of the hip were normal. Orthopaedic outpatient follow-up was arranged but two days later, before her appointment, she reattended the accident and emergency department with fever (37.8 8C) and persistent hip pain as well as tenderness in the left renal angle. On examination there was a swelling visible in the left paravertebral region. Ultrasound of this area as well as the abdomen was normal. Her repeat C-reactive protein was 91 mg/L and erythrocyte sedimentation rate was 86 mm/h. Blood cultures were taken.
A bone scan performed the following day showed a suggestion of increased uptake in the body of L4 on the delayed images but this was seen only on the anterior view and was thought possibly related to posture. The blood cultures grew Staphylococcus aureus within 24 hours, and she was started on high-dose antibiotics. On magnetic resonance imaging (MRI) the coronal T2 weighted images revealed a high signal throughout the left erector spinae muscle with a small central area of uniform high signal
